Bilateral breast metastasis as the first sign of recurrence of a cutaneous melanoma: A case report Breast skin and parenchyma are metastatic sites for various tumours. Metastasis to the breast is rare, but it must be considered in the differential diagnosis of a breast mass. Melanoma is among the most commonly reported metastatic tumours of the breast. With the increasing incidence of melanoma, this complication is being encountered with greater frequency. Melanoma has different manifestations in the breast. All these manifestations are important not only as initial presentations of the disease, but also as indicators of the progression period of the disease. Along with a brief review of the literature, we report the case of a woman who presented with breast metastasis after 17 years as the first sign of recurrence of a melanoma. The aim of this study was to report the clinico-pathological features of a patient with metastatic melanoma to the breast. Metastasis can mimic either benign disease or primary malignancy and is often an unexpected diagnosis in a patient presenting with a breast mass. These masses generally indicate disseminated disease with very short survival. Metastasis should be suspected in patients with a breast mass and a prior history of melanoma even if the primary was removed a long time ago (17 years in our case). Fine needle aspiration cytology combined with immunohistochemistry is essential for the diagnosis of metastasis.
INTRODUCTION
Melanoma is the most increasing cancer worldwide and up to 20% develop metastatic disease (1, 2) . Melanoma, which can arise from breast parenchyma or skin, can also be seen as metastasis to the parenchyme or intransit metastasis. Although breast metastasis is rare, melanoma is one of the most common primary sites in patients presenting with a breast lump. Primary breast skin melanoma accounts for less than 5% of primary skin melanomas and therefore there are no large series (3, 4) . The treatment of melanoma is not different from the strategy elsewhere (5) .
CASE PRESENTATION
A sixty-nine year old postmenopausal female presented with a well-defined, nodular 3x2.5 cm mass located deep in the lower inner quadrant of the right breast and another similar 7 mm nodule in the upper lateral quadrant, in her annual screening mammography (MG). There were two nodules with regular borders of 2 cm and 5 mm size in the left breast.
Bilateral breast and axilla ultrasonography (US) showed a 18x12 mm heterogenous hypoechoic lesion in the left breast, at 2 o'clock position 2 cm away from the areola, which had a peripheral hyperechogenic halo consistent with edema. There was also a 23x20 mm cystic lesion in the right breast, at 3 o'clock position 5 cm away from the areola and another well-defined heterogenous hypoechoic lesion at 11 o'clock position 2 cm away from the areola. These findings were classified as Breast Imaging-Reporting and Data System: BI-RADS 4A and US guided FNA biopsy was performed from the previously described lesions. Pathology revealed positivity of protein S100, human melanoma black (HMB45) and vimentin, negative for tirosinase and melan A, with observation of atypical cells suggestive of metastatic melanoma. The lesion was negative for cytokeratin (CK) and epithelial membrane antigen (EMA) to exclude of the breast; and negative for Leukocyte Common Antigen (LCA) to exclude lymphoma.
It was found out in past medical history that 17 years ago she underwent wide excision and flap reconstruction for a melanoma in the left infraorbital area. The lesion had been staged as Clark level 4 and she had received no adjuvant therapy, and she was accepted as having complete remission.
A thorax computed tomography showed bilateral breast nodules up to 2.5 cm in size, and lymph nodes in the right axilla up to 3x2 cm in size. There were no definitive metastatic lesions in the lungs. The ab- dominopelvic CT revealed a 6x4 cm hypodense, heterogenous mass in the left adrenal gland with projections to the surrounding fat tissue, perirenal fascia and kidneys.
Image guided biopsy of the left adrenal was performed. Pathology evaluation revealed atypic cells positive for HMB45 and S100.
While the pathology results were being awaited, subcutaneous nodules in the right lomber and right forearm regions were developed. The patient was started on Temozalamide for systemic disease. The disease progressed under therapy and the patient died due to with complications related with metastasis.
DISCUSSION
Besides primary lesions of the breast, metastatic lesions can also be seen and these usually present as clinically benign diseases. Metastatic tumors of the breast are rare. Breast is an organ to which lung cancer, leukemia, or melanoma metastasize (6-13). Arora and Robinson (9) reported concomitant organ metastases in 15 patients with breast metastasis. There are reports of isolated breast metastases of skin sites other than the breast (6-8, 10, 14) .
In a series of 27 patients with skin melanoma metastasis to the breast, the mean age was 41 years and 82% of the patients had a primary lesion in the upper extremity. The period between primary tumor diagnosis time and metastasis was 52.5 months, and all patients had distant metastasis at the time of diagnosis and bilateral disease in five. The mean survival was 12.9 months (1).
MG and US should evaluate the number of metastatic foci in a patient with breast lump who have a history of skin melanoma (11) . After FNA diagnosis, wide excision or quadranectomy is sufficient, given there are no other metastases (6-8, 10, 14) .
The prognosis in patients with isolated metastasis to the breast may have better prognosis than diffuse disease, therefore more caution should be exercised in these patients (15) . If histopathology findings are not concordant with primary breast tumors, immunohistochemistry will play the leading role in diagnosis (16) .
MD Anderson Cancer Center evaluated their series of solid tumors with breast metastasis and in 53,9% have found an additional metastatic foci and the most frequent primary focus was melanoma (38.5%). Seventy-seven percent of these patients were diagnosed with a mass in physical examination and the mean survival was around 10 months (0.4-192.7 months), and the mean age at diagnosis was 51 (13-85). In univariate analysis, the survival was better if there were no other metastatic sites, if it is a neuroendocrine tumor metastasis and if it was surgically resected. In multivariate analysis the death risk was 88% higher in patients not receiving surgery versus those who were operated. Individualized local therapies have been suggested because of the poor prognosis (17) .
In another reported series including 24 patients with breast metastasis, the most common primary sites were melanoma and ovarian cancer. In this series, two patient's primary sites could not be identified. Solitary nodules were seen in 17 patients whereas multiple nodules were found in seven. Sixteen patients were lost with rapid progression of their disease (18) .
The most common mammographic findings are well-defined masses with increased density not showing spicular projections (19) . The duration between the primary lesion and metastasis varies between 0-108 months (mean 17 months). The mean survival after diagnosis of breast metastasis is reported as 23 months (0.2-144 months) (19) . In a series where nine consecutive breast metastasis biopsies were evaluated the primary sites were ovary in 3 cases, melanoma in 2 cases and the endocervix, endometrium, lung and prostate in the rest. In these lesions especially with no cancer history cytopathology and immunohistochemistry evaluations are helpful (20) .
FNA of the metastatic lesion is required in order to avoid an unnecessary mastectomy and to plan appropriate chemotherapy and radiotherapy. In a study where 1866 breast needle biopsies were evaluated metastatic tumors were found in 5 patients (1.5%), two of which were melanoma (21).
The treatment of primary skin melanoma of the breast does not differ from the strategies for other sites. Wide local excision and sentinel lymph node biopsy is the standard of care. If axilla is involved lymph node dissection should be done. However, since survival in patients with breast metastasis of skin melanoma is poor, individualized local and systemic treatments should be planned.
CONCLUSION
Metastasis should be suspected in patients with breast lump and history of melanoma even though it was treated a long time ago. Fine needle biopsy and immunohistochemical evaluation is required for the diagnosis of the metastasis.
